Studies in vitro and in vivo with pure preparations of streptomycin, dihydrostreptomycin, mannosidostreptomycin and dihydromannosidostreptomycin have been continued. Unfortunately, up to the present only small amounts of the two latter antibiotics have been available in the pure form and for this reason in vivo studies have been carried out only with the two former.
Careful studies of the in vitro activity of these four streptomycins on nine species and 16 strains have been reported elsewhere (1) . In general a pattern of activity was established which showed approximately equal activity of streptomycin and dihydrostreptomycin in terms of minimal inhibiting concentrations (M.I.C.) of antibiotic. Mannosidostreptomycin and dihydromannosidostreptomycin also showed M.I.C.'s equal to each other but significantly higher than streptomycin and dihydrostreptomycin, i.e. the mannosido-compounds were less active. The chief exceptions to this pattern were with S. typhosa and S. schottmfilleri where dihydrostreptomycin was much less active than streptomycin but the mannosido-compounds showed activity similar to that of streptomycin.
Further in vitro studies have confirmed this general pattern of activity. In Table I are shown the data for nine species of which two have not been reported previously-H. influenza and D. granulomatis. They follow the usual pattern. Of note is the fact that in both cases the dihydro compounds are slightly but significantly more active, and that D. granulomatis is by far the most sensitive strain we have tested so far.
In Table II Although in the case of most organisms it might be hypothecated that the mannosidostreptomycins were only active after conversion to streptomycin, and that their lesser activity was due to incomplete conversion by the organisms involved, such cannot be the case with their activity on S. pullorum and S. gallinarum and the whole hypothesis must thus be put in question. Unfortunately, at the present time insufficient amounts of the pure mannosidostreptomycins are available for in vivo tests. At this time further in vivo experiments with streptomycin and dihydrostreptomycin will be described and the results of different dosage schedules with these two compounds will be evaluated.
In Table III are seen the composite results of several tests comparing the activity of streptomycin and dihydrostreptomycin against Rickettsia microti-the vole rickettsia of Baker, in the egg. It will be noted that dihydrostreptomycin is twice as active as streptomycin itself. This finding is the reverse of those of Smadel, Jackson and Gauld (2) with other species. They found di- Table as active as streptomycin) than might be expected IV are shown the results with one of the acute in-from its in vitro activity (see Table II 
